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20020 


'814 







OTHER SOURCE (S) 
AB 



of. 



CASREACT 140:217507 
The preparation of high-purity citalopram base and its hydrobromide salt 
comprises: (1) isolation of crude citalopram base after water work up of 
the reaction into a nonpolar aromatic or dialkyl ether solvent; (2) extraction 

the citalopram base into an aqueous organic acid; (3) neutralization of the 

acid 

layer with an organic base to a controlled pH (7.0-8.0); (4) extraction of the 
pure base into a nonpolar aromatic or dialkyl ether solvent and 
crystallization from the same solvent after concentrating it to a certain 
volume 

under reduced pressure; (5) preparation of high purity citalopram hydrobromide 
in a nonpolar aromatic or dialkyl ether solvent using 40-50% HBr in acetic 
acid as the HBr source and crystallizing it out from the same solvent 
or an alternatively preparation of the HBr salt in aqueous medium using 
aqueous HBr and 

crystallizing it out from the same medium at 0-10°; and (6) 

recrystn. of high-purity citalopram hydrobromide salt of pharmaceutically 

acceptable grade from a mixture of ale. solvents. 
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US 2000-730380 A2 20001205 
DK 2000-1202 A 20000810 

GB 2001-18579 A3 20010731 
A method of crystallizing larger particles of citalopram or its 
hydrochloride or hydrobromide, in a size comparable to the size of the 
filler which are useful for the manufacture of directly compressed tablets is 
presented. 
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PRIORITY APPLN. INFO.: DK 2002-798 A 20020523 

AB Novel salts formed between 2 active drug substances, wherein the first 

drug substance is an NSAID drug substance containing a carboxylic acid group 
and the second drug substance contains an amine group and is a local 
anesthetic or selected from the group consisting of nonopioid analgesics, 
antipsychotics, antidepressants, narcotic antagonists and local 
anesthetics. Such salts that are poorly soluble in tissue fluids are 
feasible for injectable prolonged release formulations, where the NSAID 
addnl. to minimize pain and tissue reaction at the site of administration. 
Thus, a salt was prepared by the reaction of the free base, bupivacaine with 
diflunisal in acetone. The solubility and dissoln. profiles of the salt were 
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GB 2002- 
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20020321 







AB Purified citalopram hydrochloride or hydrobromide are made by purifying 
another different citalopram salt (e.g., citalopram besylate by 
crystallization) and then converting the purified salt to the 
hydrochloride or hydrobromide. 
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Improved process for the preparation of citalopram and 
its hydrobromide 

Babu, Ambati Narahari; Goud, Vuddamari Srinivas; 

Gaonkar, Santhosh Laxman; Thomas, Saji D. ; Manjunatha, 

Sulur G.; Kulkami, Ashok Krishna 

Jubilant Organosys Limited, India 

Eur. Pat. Appl., 14 pp. 
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DATE 
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OTHER SOURCE(S): CASREACT 139:261161 

AB A process for the preparation of citalopram (an anti-depressant drug) comprises 
the C-alkylation of 1- ( 4-f luorophenyl ) -1 , 3-dihydroisobenzof uran-5- 
carbonitrile ( 5-cyanophthalane) with 3-dimethylaminopropyl chloride in the 
presence of potassium tert . -butoxide . Suitably, the alkylation is carried 
out in the presence of DMSO (DMSO) . The citalopram thereby produced can 
be isolated as a crystalline solid in one step from the reaction 
mixture by adding an equal volume of a water-miscible solvent, such as iso-Pr 
ale, to the mixture Citalopram hydrobromide is prepared by treating 
citalopram (base) with aqueous hydrobromic acid, such as at pH 1-3. 
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PATENT ASSIGNEE (S) : Cipla Limited, India 

SOURCE: Brit. UK Pat. Appl . , 7 pp. 
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DOCUMENT TYPE: Patent 
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AB Amorphous pharmaceutically acceptable salts of citalopram are made by 

spray drying, lyophilization or evaporation of solns . and may be incorporated 
into pharmaceutical compns . Citalopram hydrobromide 20 g, was dissolved 
in 200 mL methanol and spray dried with an inlet temperature of 110 °C, 
outlet temperature of 67 °C and feed rate of 5 mL/min to obtain amorphous 
citalopram hydrobromide. 
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Preparation of citalopram hydrobromide 
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OTHER SOURCE(S): CASREACT 138:24637 

AB The title antidepressant is prepared by treating citalopram with HBr in 
acetone followed by crystallization in the presence of citalopram 
hydrobromide seed crystals. Thus, citalopram was dissolved in 
acetone, treated with HBr, crystallized in the presence citalopram 
hydrobromide seed crystals to give 74.8% citalopram 
hydrobromide. 
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2001: 814053 CAPLUS 
135:348923 

Citalopram hydrobromide crystals and 
crystallization 

Ikemoto, Tetsuya; Arai, Nobuhiro; Igi, Masami 

Sumika Fine Chemicals Co., Ltd., Japan 

Eur. Pat. Appl., 31 pp. 

CODEN: EPXXDW 

Patent 

English 
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PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



EP 1152000 

R: AT, BE, 
IE, SI, 
JP 2002020379 
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CA 2343543 
PRIORITY APPLN. INFO. : 
AB Citalopram-HBr is 



Al 20011107 
CH, DE, DK, ES, 
LT, LV, FI, RO 
A2 20020123 
Al 20011206 
AA 20011102 



FR, 



EP 2001-108914 20010410 
GB, GR, IT, LI, LU, NL, SE, MC, PT, 



JP 2001-102717 20010330 
US 2001-824447 20010402 
CA 2001-2343543 20010409 
JP 2000-133995 A 20000502 
dissolved in a solvent containing at least one member 
selected from the group consisting of ale. having 1-3 carbon atoms, water 
and acetone is crystallized or recrystd. while controlling the 
cooling rate, thereby to 1) provide an industrial method for 
crystallizing citalopram-HBr , which enables easy control of the 
crystal characteristics, such as particle size, particle size 
distribution and aspect ratio and the like of the crystal, and 
2) provide citalopram-HBr crystal having crystal 
characteristics useful as a pharmaceutical bulk. 
REFERENCE COUNT: 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 
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Pharmaceutical composition containing citalopram 

Liljegren, Ken; Holm, Per; Nielsen, Ole; Wagner, Sven 
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AB A solid unit dosage form comprises citalopram, which is prepared by direct 
compression of a mixture of citalopram base or a salt and excipients, or by 
filling of the mixture in a hard gelatin capsule. Large crystals 
of a pharmaceutical salt of citalopram and method for the manufacture of large 
crystals are also disclosed. Thus, citalopram-HBr was dissolved 
in a mixture of Me OH and water at 69°, the solution was cooled to 
30°, seeded with the same drug crystals and kept at 
30° for 24 h, whereupon it was cooled down to 10° within 1 
h. The crystals were separated by filtration, washed with cold MeOH 
and dried. Tablets contained citalopram-HBr 20, Prosolv SMCC-90 79.5, and 
Mg stearate 0.5%. 
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AB 
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A process for the preparation and purification of citalopram (I) is presented 

which a benzoisof uran derivative [II; Z = iodo, bromo, chloro, CF3 ( CF2 ) nS020; 
n = 0-8] is subjected to a cyanide-exchange reaction with a cyanide source 
(e.g., cuprous cyanide). The resultant crude citalopram is ^optionally 
subjected to some initial purification and subsequently treated with an amide 
or an amide-like group forming agent {e.g., acetic anhydride), the 
reaction mixture is then subjected to an acid/base wash and/or 
crystallization and recrystn. of citalopram in order to remove the amides 
formed from the crude citalopram mixture, and the resulting citalopram 
product is optionally further purified, worked up and isolated as the base 
or a pharmaceutically acceptable salt. 
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AB The invention discloses methods, gene databases, gene arrays, protein 

arrays, and devices that may be used to determine the hypersensitivity of 
individuals to a given agent, such as drug or other chemical, in order to 
prevent toxic side effects. In one embodiment, methods of identifying 
hypersensitivity in a subject by obtaining a gene expression profile of 
multiple genes associated with hypersensitivity of the subject suspected to 
i be hypersensitive, and identifying in the gene expression profile of the 
subject a pattern of gene expression of the genes associated with 
hypersensitivity are disclosed. The gene expression profile of the 
subject may be compared with the gene expression profile of a normal 
individual and a hypersensitive individual. The gene expression profile 
of the subject that is obtained may comprise a profile of levels of mRNA 
or cDNA. The gene expression profile may be obtained by using an array of 
nucleic acid probes for the plurality of genes associated with 
hypersensitivity. The expression of the genes predetd. to be associated wi 
hypersensitivity is directly related to prevention or repair of toxic 
damage at the tissue, organ or system level. Gene databases arrays and 
apparatus useful for identifying hypersensitivity in a subject are also 
disclosed . 
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AB Citalopram, a selective, centrally acting serotonin reuptake inhibitor 

useful as an antidepressant, is prepared in high purity from a crude salt or 
reaction mixture containing citalopram by dissolving the latter in a mixture 
H20 and an organic solvent, adding a base, separating and evaporating the 
organic phase, 

and crystallization from an aprotic solvent. The free base may then be 
converted to a salt by reaction with the stoichiometric amount of an acid 
(e.g. HC1, HBr) in a water-miscible solvent (e.g. Me2CO, EtOH) , concentration 
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and cooling, or by reaction with an excess of acid in Et20, EtOAc, or 
CH2C12 for formulation as tablets, capsules, powders, syrups, or solns. 
for injection. f 
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containing combination of atypical antipsychotics and 
serotonin reuptake inhibitors are useful for the treatment of psychoses. 
Form II olanzapine (I) polymorph was prepared by heating I at 76° for 
30 min in Et acetate and crystallization Hard gelatin capsules 
contained I 25, fluoxetin hydrochloride 20, starch 150, and magnesium 
stearate 10 mg. 
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